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AMENDMENTS TO THE CLAIMS 



1 . (Original) A compound of the formula: 




HN 



r (Rz)n 

R 2 

or a pharmaceutical^ acceptable salt thereof, wherein: 
each — independently represents a single or double bond; 

B and E are independently CRi, C(Ri) 2 , NRi or N; or B and E are taken together to form a 
fused 5- to 8-membered partially saturated ring that is substituted with from 0 to 3 
substituents independently selected from Ri; 

D and G are independently CRi, C(Ri) 2 , NR 1 or N; 

W, X, Y and Z are independently CRi or N; 

Q, T and V are independently CR-i, C(Ri) 2 , N or NH; or Q is taken together with V or R 3 to 
form a fused 5- to 7-membered carbocycle or heterocycle that is substituted with from 
0 to 4 substituents independently chosen from R b ; 

Ri is independently chosen at each occurrence from hydrogen, halogen, hydroxy, 
amino, cyano, nitro, and groups of the formula L-M; 

R 2 is halogen, hydroxy, amino, cyano, nitro or a group of the formula L-M; 

R 3 is hydrogen, halogen, cyano, C r C 8 alkyl, C 2 -C 8 alkenyl, C 2 -C 8 alkynyl, C 3 - 
. C 8 cycloalkylC 0 -C 4 alkyl, C r C 8 haloalkyl, C 2 -C 8 alkyl ether, C r C 8 alkylsulfonyl, C r 
C 8 alkylsulfonamido or taken together with Q to form a fused, optionally substituted, 
5- to 7-membered carbocycle or heterocycle; 

L is independently chosen at each occurrence from a single covalent bond, O, C(=0), 
OC(=0), C(=0)0, OC(=0)0, S(0) m , N(R X ), C(=0)N(R x ), N(R x )C(=0), N(R x )S(0) m , 
S(0) m N(R x ) and N[S(0) m R x ]S(0) m ; wherein m is independently selected at each 
occurrence from 0, 1 and 2; and R x is independently selected at each occurrence 
from hydrogen and d-C 8 alkyl; 
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M is independently selected at each occurrence from (a) hydrogen and hydroxy; and (b) 
CrC 8 alkyl, C 2 -C 8 alkenyl, C 2 -C 8 alkynyl, mono- and di-(C r C 4 alkyl)aminoC 0 -C 4 alkyl, 
phenylC 0 -C 4 alkyl, C3-C 8 cyctoalkylC 0 -C 4 alkyl and (5- to 7-membered 
heterocycloalkyl)C 0 -C 4 alkyl, each of which is substituted with from 0 to 5 
substituents independently selected from R b ; 

Ji chosen from O, NH and S; 

U is Ci-C 3 alkyl, substituted with from 0 to 3 substituents independently chosen from oxo 
and Ci-C 3 alkyl, or two substituents are taken together to form a 3- to 7-membered 
cycloalkyl or heterocycloalkyl; 

Either: (a) J 2 is O or S, 
n is 1, and 

R 2 is hydrogen, CrC 6 alkyl, d-C 6 haloalkyl or C 2 -C 6 alkyl ether; or 
(b) J 2 is N, 
n is 2, and 

(i) R z is independently chosen at each occurrence from hydrogen and C r 
C 6 alkyl substituted with from 0 to 3 substituents selected from R b ; or 

(ii) both R z moieties are joined to form, with J 2 , a 5- to 8-membered 
heterocycloalkyl that is substituted with from 0 to 3 substituents selected 
from R b ; and 

R b is independently chosen at each occurrence from halogen, hydroxy, cyano, nitro, 
amino, oxo, COOH, Ci-C 6 alkyl, C 3 -C 8 cycloalkylC 0 -C 4 alkyl, CrC 6 haloalkyl, Ci- 
C 6 alkoxy, d-Cehaloalkoxy, C 2 -C 6 alkyl ether, aminocarbonyl, d-Cehydroxyalkyl, d- 
C 6 aminoalkyl and mono- and di-(CrC6alkyl)amino. 

2. (Original) A compound or salt according to claim 1 , wherein each — 
represents a double bond. 

3. (Currently amended) A compound or salt according to claim 1 
o r c laim 2 , wherein B, E, D, Y and W are CH. 

4. (Currently amended) A compound or salt according to claim 
on e of cla i ms 1 - 3 , wherein T and V are independently N or CH. 
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5. (Currently amended) A compound or salt according to claim 1-afw 
one of c lai ms 1 -4, wherein G is N. 

6. (Currently amended) A compound or salt according to claim 1 a ny on o 
of c l a i ms 1 - 5 , wherein R 2 is cyano, nitro, NHOH, amino, C r C 4 alkyl, CrC 4 haloalkyl, C r 
C 4 hydroxyalkyl, C r C4alkoxy, C r C 4 alkylthio, C r C 4 alkanoyl, Ci-C 4 aminoalkyl, mono- or di- 
(C r C 4 alkyl)aminoCo-C 4 alkyl f (C5-C 6 cycloalkyl)amino, (5- or 6-membered 
heterocycloalkyl)C 0 -C 4 alkyl, -N(R x )S0 2 C r C 4 alkyl or -N(S0 2 CrC 4 alkyl) 2 . 

7. (Original) A compound or salt according to claim 6, wherein R 2 is cyano, 
CHO, amino, nitro, C r C 4 alkyl, C r C 4 haloalkyl, Ci-C 4 alkoxy, Ci-C 4 haloalkoxy, d- 
C 4 alkylthio, C r C 4 hydroxyalkyl, C r C 4 aminoalkyl, mono- and di-(CrC 4 alkyl)aminoC 0 - 
C 4 alkyl, oxadiazolyl, cyclopentylamino, -N(H)S0 2 C r C 4 alkyl, -N(CH 3 )S0 2 C r C 4 alkyl or - 
N(S0 2 C r C 2 alkyl) 2 . 

8. (Original) A compound or salt according to claim 7, wherein R 2 is cyano, 
CHO, amino, nitro, methyl, ethyl, propyl, hydroxymethyl, trifluoromethyl, methoxy, ethoxy, 
propoxy, methylthio, ethylthio, Ci-C 4 alkylamino, (C r C 4 alkyl)aminomethyl, 
cyclopentylamino, -N(H)S0 2 C r C 4 alkyl, -N(CH 3 )S0 2 CH 3 or -N(S0 2 CH 3 ) 2 . 

9. (Original) A compound or salt according to claim 6, wherein R 2 is 
halogen, methyl, cyano or trifluoromethyl. 

10. (Currently amended) A compound or salt according to claim 1-any 
one of claims 19 , wherein Ji is O. 

1 1 . (Currently amended) A compound or salt according to claim 1- aw 
on e of c lai ms 1 - 10 , wherein U is C 2 alkyl, substituted with from 0 to 2 substituents 
independently chosen from oxo and C r C 3 alkyl. 



12. (Original) A compound or salt according to claim 11, wherein U is - 
CH 2 -CH 2 -. 
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13. (Original) A compound or salt according to claim 11, wherein U is - 
CH 2 -C(0)-. 



on e of claims 1 - 13 , wherein -J 2 -(R z ) n is chosen from: (i) -OH and -NH 2 , and (ii) d- 
C4alkoxy, pyrrolidinyl, piperidinyl, piperazinyl, morpholinyl and mono- and di-(C r 
C 6 alkyl)amino, each of which is substituted with from 0 to 3 substituents independently 
chosen from hydroxy, halogen, amino, C r C 4 alkyl, Ci-C 4 haloalkyl, C r C 4 alkoxy, d- 
C 4 haloalkoxy and C r C 4 alkylthio. 

15. (Currently amended) A compound or salt according to claim 1- aftv 
on e of cl ai m s 1 - 1 4, wherein R 3 is halogen, CrC 4 alkyl, C 2 -C 4 alkyl ether, CrC 4 haloalkyl, 
d-C 4 hydroxyalkyl, -S0 2 CF 3 or taken together with Q to form a fused, 5- or 6- 
membered carbocycle or heterocycle. 

16. (Original) A compound or salt according to claim 15, wherein R 3 is 
halogen, tert-butyl or trifluoromethyl. 

17. (Original) A compound or salt according to claim 1, wherein the 
compound has the formula: 



wherein: 

G and T are independently CH or N; 

R 2 is cyano, CHO, amino, nitro, methyl, ethyl, propyl, trifluoromethyl, methoxy, ethoxy, 
propoxy, methylthio, ethylthio, -N(H)S0 2 C r C 4 alkyl, -N(CH 3 )S0 2 C r C 4 alkyl or - 
N(S0 2 CH 3 ) 2 ; 

R 3 is halogen, cyano, C r C6alkyl or CrCehaloalkyl; 

X and Z are independently N, CH, C-OH, C-NH 2 , C(Ci-C 3 alkyl) or C(C r C 3 haloalkyl); 



14. (Currently amended) 



A compound or salt according to claim 1^ anv 
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J^ isOorNH; and 

-J 2 -(R z )n is chosen from: (i) -OH and -NH 2 , and (ii) C r C 4 alkoxy, pyrrolidinyl, piperidinyl, 
piperazinyl, morpholinyl and mono- and di-(Ci-C 6 alkyl)amino, each of which is 
substituted with from 0 to 3 substituents independently chosen from hydroxy, 
halogen, amino, Ci-C 4 alkyl, C r C 4 haloalkyl, C r C 4 alkoxy, d-C 4 haloalkoxy and C r 
C 4 alkylthio. 

1 8. (Original) A compound or salt according to claim 1 7, wherein J A is O. 

1 9. (Original) A compound or salt according to claim 1 8, wherein: 
X and Z are independently N or CH; 

G is N; and 

R 2 and R 3 are independently halogen, C r C 4 alkyl or CrC 4 haloalkyl. 

20. (Original) A compound or salt according to claim 1 , wherein the 
compound is selected from: 

N-[4-ferf-Butyl-3-(2-hydroxy-ethoxy)-phenyl]-4-(3-trifIuoromethyl-pyridin-2-yl)- 
benzamide; 

N-[4-ferf-Butyl-3-(2-morpholin-4-yl-ethoxy)-phenyl]-4-(3-trifluoromethyl-pyridin 
benzamide; 

N-{4-fert-Butyl-3-[2-(2,6-dimethyl-morpholin-4-yl)-ethoxy]-phenyl}-4-(3- 
trifluoromethyl-pyridin-2-yl)-benzamide (cis); 

N-[4-fert-Butyl-3-(2-piperidin-1 ^ 
benzamide; 

N-(3-{2-[Bis-(2-methoxy-ethyl)-amino]-ethoxy}-4-tert-butyl-phenyl)-4-(3- 
trifluoromethyl-pyridin-2-yl)-benzamide; 

N-{4-fert-Butyl-3-[2-(3,3-dimett 
pyridin-2-yl)-benzamide; 

N-[4-ferf-Butyl-3-(2-hydroxy-ethoxy)-phenyl]-2-hydroxy-4-(3-trifluoromethyl-pyridin-2- 
yl)-benzamide; 
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N-{4-terf-Butyl-3-[2-(2,6-dimethyl-morpholin^ 

trifluoromethyl-pyridin-2-yl)-benzamide (cis); and 

N-[4-fert-Butyl-3-(2-piperidin-^ 
pyridin-2-yl)-benzamide. 

21 . (Currently amended) A compound or salt according to claim 

on e of cla i ms 1 - 20 , wherein the compound exhibits no detectable agonist activity an in 
vitro assay of capsaicin receptor agonism. 

22. (Currently amended) A compound or salt according to claim 1-aw 
on e of c lai m s 1 - 20 , wherein the compound has an IC 50 value of 1 micromolar or less in 
a capsaicin receptor calcium mobilization assay. 

23. (Cancelled) 

24. (Currently amended) A pharmaceutical composition, comprising at 
least one compound or salt according to claim 1 any on e of claims 1-20, in combination 
with a physiologically acceptable carrier or excipient. 

25. (Original) A pharmaceutical composition according to claim 24 wherein 
the composition is formulated as an injectible fluid, an aerosol, a cream, a gel, a pill, a 
capsule, a syrup or a transdermal patch. 



26-36. (Cancelled) 
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37. (Original) A method for inhibiting binding of vanilloid ligand to 
capsaicin receptor in a patient, comprising contacting cells expressing capsaicin 
receptor with at least one compound of the formula: 



each— independently represents a single or double bond; 

either: (a) A, B and E are independently CRi, C(Ri) 2 , NRi or N; or 

(b) B is joined with A or E to form a fused 5- to 8-membered partially saturated ring 
that is substituted with from 0 to 3 substituents independently selected from R 1f and 
the other of A or E is CR^ C(R^ 2l NRi or N; 

D and G are independently CR 1f C(Ri) 2l NRi or N; 

W, X, Y and Z are independently CRi or N; 

P, Q, T and V are independently CR^ C(R 1 ) 2 , N or NH; or Q is taken together with V or P 
to form a fused 5- to 7-membered carbocycle or heterocycle that is substituted with 
from 0 to 4 substituents independently chosen from R b ; 

Ri is independently chosen at each occurrence from hydrogen, halogen, hydroxy, 
amino, cyano, nitro, and groups of the formula L-M; 

L is independently chosen at each occurrence from a single covalent bond, O, C(=0), 
OC(=0), C(=0)0, OC(=0)0, S(0) m , N(R X ), C(=0)N(R x ), N(R x )C(=0), N(R x )S(0) m , 
S(0) m N(R x ) and N[S(0) m R x ]S(0) m ; wherein m is independently selected at each 
occurrence from 0, 1 and 2; and R x is independently selected at each occurrence 
from hydrogen and d-C 8 alkyl; 

M is independently selected at each occurrence from (a) hydrogen; and (b) CrC 8 alkyl, 
C 2 -C 8 alkenyl, C 2 -C 8 alkynyl, mono- and di-(CrC 4 alkyl)aminoCo-C 4 alkyl, phenylCo- 
C 4 alkyl, C3-C 8 cycloalkylC 0 -C 4 alkyl, (5-membered heteroaryl)C 0 -C 4 alkyl and (5- to 7- 
membered heterocycloalkyl)Co-C 4 alkyl, each of which is substituted with from 0 to 5 
substituents independently selected from R b ; 




or a pharmaceutical^ acceptable salt thereof, wherein: 
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Ji chosen from O, NH and S; 

U is CrC 3 alkyl, substituted with from 0 to 3 substituents independently chosen from oxo 
and Ci-C 3 alkyl, or two substituents are taken together to form a 3- to 7-membered 
cycloalkyl or heterocycloalkyl; 

Either: (a) J 2 is O or S, 
n is 1 , and 

R 2 is hydrogen, C r C 6 alkyl, C r C 6 haloalkyl or C 2 -C 6 alkyl ether; or 
(b) J 2 is N, 
n is 2, and 

(i) R z is independently chosen at each occurrence from hydrogen and d- 
C 6 alkyl substituted with from 0 to 3 substituents selected from R b ; or 

(ii) both R z moieties are joined to form, with J 2 , a 5- to 8-membered 
heterocycloalkyl that is substituted with from 0 to 3 substituents selected 
from R b ; and 

R b is independently chosen at each occurrence from halogen, hydroxy, cyano, nitro, 
amino, oxo, COOH, d-C 6 alkyl, C3-C 8 cycloalkylCo-C 4 alkyl, CrC 6 haloalkyl, d- 
C 6 alkoxy, Ci-C 6 haloalkoxy, C 2 -C 6 alkyl ether, aminocarbonyl, CrC 6 hydroxyalkyl, Ci- 
C 6 aminoalkyl and mono- and di-(C r C 6 alkyl)amino; 

and thereby inhibiting binding of vanilloid ligand to the capsaicin receptor in the patient. 

38. (Currently amended) A method according to claim 37, wherein the at 
least one compound is represented by the formula: 




or a pharmaceuticallv acceptable salt thereof, wherein: 
each^ independently represents a single or double bond: 
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B and E are independently CR i , C(R i )?, NR i or N; or B and E are taken together 
to form a fused 5- to 8-membered partially saturated ring that is substituted with from 0 to 
3 substituents independently selected from Ri; 
D and G are independently CR i , C(R i k NR i or N; 
W f X, Y and Z are independently CR i or N; 

Q, T and V are independently CR i , C(Ri)?, N or NH; or Q is taken together with V or Rg to 
form a fused 5- to 7-membered carbocycle or heterocvcle that is substituted with from 
0 to 4 substituents independently chosen from Rh; 

Ri is independently chosen at each occurrence from hydrogen, halogen, hydroxy, 
amino, cvano, nitro, and groups of the formula L-M; 

R? is halogen, hydroxy, amino, cvano, nitro or a group of the formula L-M; 

Ra is hydrogen, halogen, cvano, C i-C «alkvl, C?-Cgalkenyl, Cp-Cgalkvnvl. Cg- 
CgcvcloalkvlCf rQ ialkvl, C i-C ghaloalkvl, C?-Cgalkyl ether, C i- Cgalkylsulfonyl, d- 
Cgalkylsulfonamido or taken together with Q to form a fused, optionally substituted, 
5- to 7-membered carbocycle or heterocvcle; 

L is independently chosen at each occurrence from a single covalent bond, O, C(=Q), 
OC(=Q), C(=Q)Q, OC(=Q)0, S(Q) m , N(RA C(=Q)N(RA N(R Y )C(=Q). N(R y )S(Q) m . 
S(Q)mN(Ry) and NrS(Q) mR y1S(Q)m; wherein m is independently selected at each 
occurrence from 0, 1 and 2; and Ry is independently selected at each occurrence 
from hydrogen and C i-C galkvl; 

M is independently selected at each occurrence from (a) hydrogen and hydroxy; and (b) 
Ci-Cgalkvl, C r Cgalkenvl, C r Cgalkvnvl, mono- and di-fCi-CaalkvDaminoC n-C ^alkvl, 
phenvlCn -Cd alkvl. C g-C ftCvcloalkvlCn -C aalkyl and (5- to 7-membered 
heterocvcloalkvDCn- C aalkvl, each of which is substituted with from 0 to 5 
substituents independently selected from Rh; 

Ji chosen from O, NH and S; 

U is C i-C galkvl, substituted with from 0 to 3 substituents independently chosen from oxo 
and Ci -C galkvl, or two substituents are taken together to form a 3- to 7-membered 
cvcloalkvl or heterocvcloalkyl; 

Either: (a) J? is O or S, 

n is 1, and 
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R ; is hydrogen, C i-C galkyl, C i-Cg haloalkyl or Cg jg galkyl ether; or 

(b)J> isN. 
n is 2 t and 

(i) R z is independently chosen at each occurrence from hydrogen and Ci- 
Cgalkvl substituted with from 0 to 3 substituents selected from Rh>; or 

(ii) both R7 moieties are joined to form, with J?, a 5- to 8-membered 
heterocvcloalkyl that is substituted with from 0 to 3 substituents selected 
from R h i and 

Rh is independently chosen at each occurrence from halogen, hydroxy, cvano t 
nitro, amino, oxo, COOH. Ci-Cgalkvl. Cj-CgCvcloalkvlCn-C^alkvl. Ci-Cghaloalkyl, Ci- 
Cgalkoxv, Ci -C ghaloalkoxv, C?-Cgalkvl ether, aminocarbonvl, C i-C ghvdroxvalkvl. Ci- 
Cgaminoalkvl and mono- and di-(C i-C galkvl)amino th e compound i s a compound 
according to_cla i m any on e o f claims 1 20 . 

39. (Original) A method according to claim 37, wherein the patient is a 
human. 

40. (Original) A method for treating a condition responsive to capsaicin 
receptor modulation in a patient, comprising administering to the patient a 
therapeutically effective amount of at least one compound of the formula: 




or a pharmaceutical^ acceptable salt thereof, wherein: 
each— independently represents a single or double bond; 
either: (a) A, B and E are independently CR1, C(Ri) 2l NR1 or N; or 
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(b) B is joined with A or E to form a fused 5- to 8-membered partially saturated ring 
that is substituted with from 0 to 3 substituents independently selected from R 1f and 
the other of A or E is CR 1f C{R,) 2 , NF^ or N; 

D and G are independently CR 1f C(Ri) 2> NRi or N; 

W, X, Y and Z are independently CRi or N; 

P, Q, T and V are independently CR if C(Ri) 2 , N or NH; or Q is taken together with V or P 
to form a fused 5- to 7-membered carbocycle or heterocycle that is substituted with 
from 0 to 4 substituents independently chosen from R b ; 

Ri is independently chosen at each occurrence from hydrogen, halogen, hydroxy, 
amino, cyano, nitro, and groups of the formula L-M; 

L is independently chosen at each occurrence from a single covalent bond, O, C(=0), 
OC(=0), C(=0)0, OC(=0)0, S(0) m , N(R X ), C(=0)N(R x ), N(R x )C(=0), N(R x )S(0) m , 
S(0) m N(R x ) and N[S(0) m Rx]S(0) m ; wherein m is independently selected at each 
occurrence from 0, 1 and 2; and R x is independently selected at each occurrence 
from hydrogen and CrC 8 alkyl; 

M is independently selected at each occurrence from (a) hydrogen; and (b) C r C 8 alkyl, 
C 2 -C 8 alkenyl, C 2 -C 8 alkynyl, mono- and di-(Ci-C4alkyl)aminoC 0 -C 4 alkyl, phenylCo- 
C 4 alkyl, C 3 -C 8 cycloalkylCo-C4alkyl, (5-membered heteroaryl)C 0 -C 4 alkyl and (5- to 7- 
membered heterocycloalkyl)C 0 -C 4 alkyl, each of which is substituted with from 0 to 5 
substituents independently selected from R b ; 

Ji chosen from O, NH and S; 

U is Ci-C 3 alkyl, substituted with from 0 to 3 substituents independently chosen from oxo 
and C r C3alkyl, or two substituents are taken together to form a 3- to 7-membered 
cycloalkyl or heterocycloalkyl; 

Either: (a) J 2 is O or S, 
n is 1, and 

R z is hydrogen, d-C 6 alkyl, CrC 6 haloalkyl or C 2 -C 6 alkyl ether; or 
(b) J 2 is N, 
n is 2, and 

(i) R z is independently chosen at each occurrence from hydrogen and C r 
C 6 alkyl substituted with from 0 to 3 substituents selected from R b ; or 
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(ii) both R 2 moieties are joined to form, with J 2 , a 5- to 8-membered 
heterocycloalkyl that is substituted with from 0 to 3 substituents selected 
from R b ; and 



R b is independently chosen at each occurrence from halogen, hydroxy, cyano, nitro, 
amino, oxo, COOH, C r C 6 alkyl, C 3 -C 8 cycloalkylCo-C 4 alkyl, C r C 6 haloalkyl, d- 
C 6 alkoxy, Ci-C 6 haloalkoxy, C 2 -C 6 alkyl ether, aminocarbonyl, CrC 6 hydroxyalkyl, C r 
C 6 aminoalkyl and mono- and di-(C r C 6 alkyl)amino; 

and thereby alleviating the condition in the patient. 

41 . (Currently amended) A method according to claim 40, wherein the at 
least one compound is represented by the formula: 



or a pharmaceutical^ acceptable salt thereof, wherein: 

each = independently represents a single or double bond; 

B and E are independently CRi, C(R i) g. NR i or N; or B and E are taken together to 
form a fused 5- to 8-membered partially saturated ring that is substituted with from 0 to 3 
substituents independently selected from Ri ; 
D and G are independently CRi, C(R i )?, NR i or N; 
W. X, Y and Z are independently CRi or N: 

Q t T and V are independently CR i , C(R i )?, N or NH; or Q is taken together with V or Rs to 
form a fused 5- to 7-membered carbocycle or heterocycle that is substituted with from 
0 to 4 substituents independently chosen from Rhi 

Ri is independently chosen at each occurrence from hydrogen, halogen, hydroxy, 
amino, cyano, nitro, and groups of the formula L-M: 

R? is halogen, hydroxy, amino, cyano, nitro or a group of the formula L-M; 
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Rs is hydrogen, halogen, cvano, C i-C galkyl, C?-Cgalkenyl, C?-Cgalkynyl, Cg- 
CgCvcloalkvlCn -CA alkvl. C r Cghaloalkvl, C r C«alkvl ether, Ci-Cgalkvlsulfonvl, C r 
Cgalkvlsulfonamido or taken together with Q to form a fused, optionally substituted, 
5- to 7-membered carbocycle or heterocvcle; 

L is independently chosen at each occurrence from a single covalent bond, O. C(=Q), 
QC(=Q). C(=OK?, OC(=Q)Q. S(Q)m. N(Ry). C(=Q)N(RA N(R.)C(=Q), WRJSfOVn. 
S(Q)mN(Ry) and NfS(Q) m Ry1S(Q)m: wherein m is independently selected at each 
occurrence from 0, 1 and 2; and Ry is independently selected at each occurrence 
from hydrogen and Ci-Cgalkyl; 

M is independently selected at each occurrence from (a) hydrogen and hydroxy; and (b) 
Ci-C«alkvl. C?-C g alkenvl, C?-Cgalkvnyl, mono- and di-fCi-CgalkvOaminoCn-Caalkvl, 
phenvlC n-C ^alkvl, Cg-CgcvcloalkvlC n-Ca alkvl and (5- to 7-membered 
heterocvcloalkvl)Cn -C 4alkvL each of which is substituted with from 0 to 5 
substituents independently selected from Rhi 

Ji chosen from O, NH and S; 

U is Ci -C galkyl. substituted with from 0 to 3 substituents independently chosen from oxo 
and C i-C aalkvl. or two substituents are taken together to form a 3- to 7-membered 
cvcloalkvl or heterocvcloalkyl; 

Either: (a) J? is O or S. 

n is 1, and 

R^ is hydrogen, C i-C galkyl. C r C fihaloalkvl or Cp-Cgalkyl ether; or 

(b) Jp is N, 
n is 2, and 

(i) R z is independently chosen at each occurrence from hydrogen and Ci- 
Cgalkvl substituted with from 0 to 3 substituents selected from Rh; or 

(ii) both R z moieties are joined to form, with J?, a 5- to 8-membered 
heterocvcloalkyl that is substituted with from 0 to 3 substituents selected 
from Rb; and 



Rh is independently chosen at each occurrence from halogen, hydroxy, cvano, 
nitro. amino, oxo. COOH, C i-C galkyl, Cg -C gcvcloalkvlCn -C ^alkyl. Ci- C ghaloalkyl, Ci - 
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Cgalkoxv, C i-Cfi haloalkoxv. C?-C fi alkvl ether, aminocarbonvl, Ci- C ghvdroxvalkvl. Ci- 
Cgaminoalkvl and mono- and di-(C i-C fialkvl)amino th e compound is a compound 
according to^c l a i m a ny one of c l aims 1 20 . 

42. (Orignial) A method according to claim 40, wherein the patient is 
suffering from (i) exposure to capsaicin, (ii) burn or irritation due to exposure to heat, (iii) 
burns or irritation due to exposure to light, (iv) burn, bronchoconstriction or irritation due 
to exposure to tear gas, air pollutants, infectious agents or pepper spray, or (v) burn or 
irritation due to exposure to acid 

43. (Original) A method according to claim 40, wherein the condition is 
asthma or chronic obstructive pulmonary disease. 

44. (Original) A method for treating pain in a patient, comprising 
administering to a patient suffering from pain a therapeutically effective amount of at 
least one compound of the formula: 



each— independently represents a single or double bond; 

either: (a) A, B and E are independently CRi, C(Ri) 2 , NF^ or N; or 

(b) B is joined with A or E to form a fused 5- to 8-membered partially saturated ring 
that is substituted with from 0 to 3 substituents independently selected from R 1f and 
the other of A or E is CR 1f C(Ri) 2 , NRi or N; 

D and G are independently CRi, C(R 1 ) 2 , NR! or N; 

W, X, Y and Z are independently CRi or N; 

P, Q, T and V are independently CRi, C(Ri) 2 , N or NH; or Q is taken together with V or P 
to form a fused 5- to 7-membered carbocycle or heterocycle that is substituted with 
from 0 to 4 substituents independently chosen from R b ; 




or a pharmaceutical^ acceptable salt thereof, wherein: 
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Ri is independently chosen at each occurrence from hydrogen, halogen, hydroxy, 
amino, cyano, nitro, and groups of the formula L-M; 

L is independently chosen at each occurrence from a single covalent bond, O, C(=0), 
OC(=0), C(=0)0, OC(=0)0, S(0) m , N(R X ), C(=0)N(R x ), N(R x )C(=0), N(R x )S(0) m , 
S(0) m N(R x ) and N[S(0) m R x ]S(0) m ; wherein m is independently selected at each 
occurrence from 0, 1 and 2; and R x is independently selected at each occurrence 
from hydrogen and Ci-C 8 alkyl; 

M is independently selected at each occurrence from (a) hydrogen; and (b) CrC 8 alkyl, 
C 2 -C 8 alkenyl, C 2 -C 8 alkynyl, mono- and di-(C r C 4 alkyl)aminoCo-C4alkyl, phenylC 0 - 
C 4 alkyl, C 3 -C 8 cycloalkylCo-C 4 alkyl, (5-membered heteroaryl)C 0 -C 4 alkyl and (5- to 7- 
membered heterocycloalkyl)C 0 -C 4 alkyl, each of which is substituted with from 0 to 5 
substituents independently selected from R b ; 

Ji chosen from O, NH and S; 

U is CrC 3 alkyl, substituted with from 0 to 3 substituents independently chosen from oxo 
and CrC 3 alkyl, or two substituents are taken together to form a 3- to 7-membered 
cycloalkyl or heterocycloalkyl; 

Either: (a) J 2 is O or S, 
n is 1, and 

R z is hydrogen, CrC 6 alkyl, CrC 6 haloalkyl or C 2 -C 6 alkyl ether; or 
(b) J 2 is N, 
n is 2, and 

(i) R z is independently chosen at each occurrence from hydrogen and C r 
C 6 alkyl substituted with from 0 to 3 substituents selected from R b ; or 

(ii) both R z moieties are joined to form, with J 2 , a 5- to 8-membered 
heterocycloalkyl that is substituted with from 0 to 3 substituents selected 
from R b ; and 

R b is independently chosen at each occurrence from halogen, hydroxy, cyano, nitro, 
amino, oxo, COOH, C r C 6 alkyl, C 3 -C 8 cycloalkylC 0 -C 4 alkyl, C r C 6 haloalkyl, d- 
C 6 alkoxy, Ci-C 6 haloalkoxy, C 2 -C 6 alkyl ether, aminocarbonyl, C r C 6 hydroxyalkyl, d- 
C 6 aminoalkyl and mono- and di-(C r C6alkyl)amino; 

and thereby alleviating pain in the patient. 
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45. (Currently amended) A method according to claim 44, wherein the at 
least one compound is represented bv the formula: 




or a pharmaceutical^ acceptable salt thereof, wherein: 

each^ independently represents a single or double bond; 

B and E are independently CR i , C(R i )?, NR i or N; or B and E are taken together to 
form a fused 5- to 8-membered partially saturated ring that is substituted with from 0 to 3 
substituents independently selected from Ri; 
D and G are independently CR i , C(R i k NRi or N; 
W. X. Y and Z are independently CRi or N; 

Q, T and V are independently CR i , C(R i k N or NH; or Q is taken together with V or Rg to 
form a fused 5- to 7-membered carbocycle or heterocvcle that is substituted with from 
0 to 4 substituents independently chosen from Rhi 

Ri is independently chosen at each occurrence from hydrogen, halogen, hydroxy, 
amino, cvano, nitro, and groups of the formula L-M; 

Rg is halogen, hydroxy, amino, cvano, nitro or a group of the formula L-M; 

Ra is hydrogen, halogen, cvano, Ci-Cgalkvl. C?-Cgalkenvl, C?-Cgalkynyl, Cg- 
CgcvcloalkvlCn -Cd alkvl, C i-C ghaloalkvl, C r C g alkyl ether, Ci -C galkvlsulfonvl. C r 
Cgalkylsulfonamido or taken together with Q to form a fused, optionally substituted, 
5- to 7-membered carbocycle or heterocvcle; 

L is independently chosen at each occurrence from a single covalent bond. O, C(=Q), 
OC(=Q), C(=Q)Q, OC(=Q)0. S(OU N(RA C(=OMFU. N(R»)C(=Q). N(R y )S(OL, 
S(Q)mN(Rg) and NfS(0) m R x1S(0)m; wherein m is independently selected at each 
occurrence from 0, 1 and 2; and Rx is independently selected at each occurrence 
from hydrogen and C i-C galkyl; 

M is independently selected at each occurrence from (a) hydrogen and hydroxy; and (b) 
Ci-Cgalkyl, C r Cgalkenvl, C r Cgalkynyl, mono- and di-fC i-C ^alkvDaminoC n-Ca alkvl, 
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phenylCg-CUalkyl, Cy C acycloalkylC n-C ^alkyl and (5- to 7-membered 
heterocvcloalkvDCn -Ca alkvL each of which is substituted with from 0 to 5 
substituents independently selected from Rhi 
Ji chosen from O, NH and S; 

U is Ci -C galkyl. substituted with from 0 to 3 substituents independently chosen from oxo 
and C i-C galkyl, or two substituents are taken together to form a 3- to 7-membered 
cvcloalkvl or heterocvcloalkvl; 

Either: (a) J? is O or S, 

n is 1. and 

R; is hydrogen, Ci- C galkyl. Ci-Cghaloalkyl or Cg-Cgalkyl ether; or 

(b) J? is N. 
n is 2, and 

(i) R z is independently chosen at each occurrence from hydrogen and Ci- 
Cgalkyl substituted with from 0 to 3 substituents selected from Rhi or 

(ii) both R z moieties are joined to form, with J?, a 5- to 8-membered 
heterocvcloalkvl that is substituted with from 0 to 3 substituents selected 
from Rh; and 

Rh is independently chosen at each occurrence from halogen, hydroxy, cvano. 
nitro, amino, oxo, COOH. C i-C galkyl. C s-C gcycloalkvlCg -C ^alkvl. C i-C ghaloalkyl, Ci- 
Cgalkoxv, C i-C fihaloalkoxv. C r Cgalkvl ether, aminocarbonvl. C i-C ghvdroxvalkvl, Ci- 
Cgaminoalkvl and mono- and di-(C i-C fialkvl)amino th e compound i s a compound 
ac cord i ng to_claim any on e of claims 1 20 . 

46. (Original) A method according to claim 44, wherein the compound is 
present in the blood of the patient at a concentration of 1 micromolar or less. 

47. (Original) A method according to claim 44, wherein the patient is 
suffering from neuropathic pain. 

48. (Original) A method according to claim 44, wherein the pain is 
associated with a condition selected from: postmastectomy pain syndrome, stump 
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pain, phantom limb pain, oral neuropathic pain, toothache, postherpetic neuralgia, 
diabetic neuropathy, reflex sympathetic dystrophy, trigeminal neuralgia, osteoarthritis, 
rheumatoid arthritis, fibromyalgia, Guillain-Barre syndrome, meralgia paresthetica, 
burning-mouth syndrome, bilateral peripheral neuropathy, causalgia, neuritis, 
neuronitis, neuralgia, AIDS-related neuropathy, MS-related neuropathy, spinal cord 
injury-related pain, surgery-related pain, musculoskeletal pain, back pain, headache, 
migraine, angina, labor, hemorrhoids, dyspepsia, Charcot's pains, intestinal gas, 
menstruation, cancer, venom exposure, irritable bowel syndrome, inflammatory bowel 
disease and trauma. 

49. (Original) A method according to claim 44, wherein the patient is a 
human. 

50. (Currently amended) A method for treating itch , cough or hiccup in a 
patient, comprising administering to a patient a therapeutically effective amount of a 
compound of the formula: 



each— independently represents a single or double bond; 

either: (a) A, B and E are independently CRi, C(R 1 ) 2 , NRi or N; or 

(b) B is joined with A or E to form a fused 5- to 8-membered partially saturated ring 
that is substituted with from 0 to 3 substituents independently selected from R 1f and 
the other of A or E is CRi, C(Ri) 2 , NRi or N; 

D and G are independently CRi, C(Ri) 2 , NRi or N; 

W, X, Y and Z are independently CRi or N; 




or a pharmaceutical^ acceptable salt thereof, wherein: 
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P, Q, T and V are independently CR 1f C(Ri) 2 , N or NH; or Q is taken together with V or P 
to form a fused 5- to 7-membered carbocycle or heterocycle that is substituted with 
from 0 to 4 substituents independently chosen from R b ; 

Ri is independently chosen at each occurrence from hydrogen, halogen, hydroxy, 
amino, cyano, nitro, and groups of the formula L-M; 

L is independently chosen at each occurrence from a single covalent bond, O, C(=0), 
OC(=0), C(=0)0, OC(=0)0, S(0) m , N(R X ), C(=0)N(R x ), N(R x )C(=0), N(R x )S(0) m , 
S(0) m N(R x ) and N[S(0) m R x ]S(0) m ; wherein m is independently selected at each 
occurrence from 0, 1 and 2; and R x is independently selected at each occurrence 
from hydrogen and CrC 8 alkyl; 

M is independently selected at each occurrence from (a) hydrogen; and (b) CrC 8 alkyl, 
C 2 -C 8 alkenyl, C 2 -C 8 alkynyl, mono- and di-(CrC4alkyl)aminoCo-C 4 alkyl, phenylCo- 
C 4 alkyl, C 3 -C 8 cycloalkylCo-C 4 alkyl, (5-membered heteroaryl)C 0 -C 4 alkyl and (5- to 7- 
membered heterocycloalkyl)C 0 -C 4 alkyl, each of which is substituted with from 0 to 5 
substituents independently selected from R b ; 

Ji chosen from O, NH and S; 

U is CrC 3 alkyl, substituted with from 0 to 3 substituents independently chosen from oxo 
and CrC 3 alkyl, or two substituents are taken together to form a 3- to 7-membered 
cycloalkyl or heterocycloalkyl; 

Either: (a) J 2 is O or S, 
n is 1 , and 

R z is hydrogen, Ci-C 6 alkyl, d-Cehaloalkyl or C 2 -C 6 alkyl ether; or 
(b)J 2 is N, 
n is 2, and 

(i) R z is independently chosen at each occurrence from hydrogen and C r 
C 8 alkyl substituted with from 0 to 3 substituents selected from R b ; or 

(ii) both R z moieties are joined to form, with J 2l a 5- to 8-membered 
heterocycloalkyl that is substituted with from 0 to 3 substituents selected 
from R b ; and 

R b is independently chosen at each occurrence from halogen, hydroxy, cyano, nitro, 
amino, oxo, COOH, d-Cealkyl, C 3 -C 8 cycloalkylC 0 -C 4 alkyl, CrC 6 haloalkyl, C r 
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C 6 alkoxy, CrC 6 haloalkoxy, C 2 -C 6 alkyl ether, aminocarbonyl, C r C 6 hydroxyalkyl, C r 
C 6 aminoalkyl and mono- and di-(CrC 6 alky1)amino; 
and thereby alleviating itch in the patient. 

51. (Currently amended) A method according to claim 50, wherein the 
compound is a compound according to c laim an y on e of c laim s 1-20. 

52-53. (Cancelled) 

54. (Original) A method for treating urinary incontinence or overactive 
bladder in a patient, comprising administering to a patient a therapeutically effective 
amount of a compound of the formula: 



each— independently represents a single or double bond; 

either: (a) A, B and E are independently CRi, C(Ri) 2 , NRi or N; or 

(b) B is joined with A or E to form a fused 5- to 8-membered partially saturated ring 
that is substituted with from 0 to 3 substituents independently selected from Ri, and 
the other of A or E is CRi, C(R 1 ) 2 , NRi or N; 

D and G are independently CRi, C(R<i) 2 , NR n or N; 

W, X, Y and Z are independently CRi or N; 

P, Q, T and V are independently CR 1f C(R 1 ) 2 , N or NH; or Q is taken together with V or P 
to form a fused 5- to 7-membered carbocycle or heterocycle that is substituted with 
from 0 to 4 substituents independently chosen from R b ; 

Ri is independently chosen at each occurrence from hydrogen, halogen, hydroxy, 
amino, cyano, nitro, and groups of the formula L-M; 

L is independently chosen at each occurrence from a single covalent bond, O, C(=0), 



OC(=0), C(=0)0, OC(=0)0, S(0) m , N(R X ), C(=0)N(R x ), N(R x )C(=0), N(R x )S(0), 




or a pharmaceutical^ acceptable salt thereof, wherein: 
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S(0) m N(R x ) and N[S(0) m RJS(0) m ; wherein m is independently selected at each 
occurrence from 0, 1 and 2; and R x is independently selected at each occurrence 
from hydrogen and C r C 8 alkyl; 

M is independently selected at each occurrence from (a) hydrogen; and (b) C r C 8 alkyl, 
C 2 -C 8 alkenyl, C 2 -C 8 alkynyl, mono- and di-(CrC 4 alkyl)aminoCo-C 4 alkyl, phenylC 0 - 
C 4 alkyl, C3-C8cycloalkylCo-C 4 alkyl, (5-membered heteroaryl)C 0 -C 4 alkyl and (5- to 7- 
membered heterocycloalkyl)C 0 -C 4 alkyl, each of which is substituted with from 0 to 5 
substituents independently selected from R b ; 

Ji chosen from O, NH and S; 

U is CrC 3 alkyl, substituted with from 0 to 3 substituents independently chosen from oxo 
and CrC 3 alkyl, or two substituents are taken together to form a 3- to 7-membered 
cycloalkyl or heterocycloalkyl; 

Either: (a) J2 is O or S, 
n is 1 , and 

R 2 is hydrogen, Ci-C 6 alkyl, CrC 6 haloalkyl or C 2 -C 6 alkyl ether; or 
(b)J 2 isN, 
n is 2, and 

(i) R z is independently chosen at each occurrence from hydrogen and Cr 
C 6 alkyl substituted with from 0 to 3 substituents selected from R b ; or 

(ii) both R z moieties are joined to form, with J2, a 5- to 8-membered 
heterocycloalkyl that is substituted with from 0 to 3 substituents selected 
from R b ; and 

R b is independently chosen at each occurrence from halogen, hydroxy, cyano, nitro, 
amino, oxo, COOH, C r C 6 alkyl, C 3 -C 8 cycloalkylC 0 -C 4 alkyl, C r C 6 haloalkyl, d- 
C 6 alkoxy, Ci-C 6 haloalkoxy, C 2 -C 6 alkyl ether, aminocarbonyl, C r C 6 hydroxyalkyl, C r 
C 6 aminoalkyl and mono- and di-(CrC 6 alkyl)amino; 

and thereby alleviating urinary incontinence or overactive bladder in the patient. 
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55. (Currently amended) A method according to claim 54, wherein the 
one compound is represented by the formula: 



or a pharmaceutical^ acceptable salt thereof, wherein: 

each^ independently represents a single or double bond: 

B and E are independently CR i . C(Rik NRi or N: or B and E are taken together to 
form a fused 5- to 8-membered partially saturated ring that is substituted with from 0 to 3 
substituents independently selected from Ri ; 
D and G are independently CR i . C(Rik NR i or N; 
W. X, Y and Z are independently CR i or N: 

Q. T and V are independently CR i . C(R i )?. N or NH: or Q is taken together with V or Rg to 

form a fused 5- to 7-membered carbocycle or heterocvcle that is substituted with from 

0 to 4 substituents independently chosen from Rh; 
Ri is independently chosen at each occurrence from hydrogen, halogen, hydroxy. 

amino, cvano. nitro. and groups of the formula L-M: 
R? is halogen, hydroxy, amino, cvano, nitro or a group of the formula L-M; 
Rg is hydrogen, halogen, cvano, Ci-Cgalkyl. Cp-Cgalkenyl. Cp-Cgalkynyl. Cg- 

CgcycloalkvlCn -Ca alkvl, C i-C ghaloalkvl. C r Cgalkvl ether. C i-C galkvlsulfonvl. Ci- 

Cgalkvlsulfonamido or taken together with Q to form a fused, optionally substituted, 

5- to 7-membered carbocycle or heterocvcle; 
L is independently chosen at each occurrence from a single covalent bond, O, C(=Q). 

OC(=Q), C(=0)0. OC(=0)Q. S(OVn. N(RA C(=Q)N(RA N(R,)C(=Q). N(R y )S(OL. 

S(Q) m N(Ry) and NfSfOL R ylSfOW wherein m is independently selected at each 

occurrence from 0, 1 and 2; and R^ is independently selected at each occurrence 

from hydrogen and Ci -C galkvl; 
M is independently selected at each occurrence from (a) hydrogen and hydroxy; and (b) 

Ci-Cgalkyl, Cg-CgalkenvL Cg-Cgalkvnvl, mono- and di-fC i-C dalkvDaminoC n-Ca alkyl, 
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phenvlCn - CialkvL Cy C gCvcloalkvlC n-Ca alkvl and (5- to 7-membered 
heterocycloalkvDC n-Ca alkvl, each of which is substituted with from 0 to 5 
substituents independently selected from Rhi 
Ji chosen from O t NH and S; 

U is C i-C galkvl. substituted with from 0 to 3 substituents independently chosen from oxo 
and C i-C aalkyl, or two substituents are taken together to form a 3- to 7-membered 
cvcloalkvl or heterocvcloalkvl; 

Either: (a) J? is O or S. 

n is 1, and 

R z is hydrogen, Ci-Cgalkvl. Ci-Cghaloalkvl or C?-Cgalkvl ether; or 

(b)Jg is N. 
n is 2, and 

(i) R s is independently chosen at each occurrence from hydrogen and Ci- 
Cgalkvl substituted with from 0 to 3 substituents selected from R^; or 

(ii) both R z moieties are joined to form, with J?, a 5- to 8-membered 
heterocvcloalkvl that is substituted with from 0 to 3 substituents selected 
from Rhi and 

Rh is independently chosen at each occurrence from halogen, hydroxy, cvano. 
nitro. amino, oxo. COOH. C i-C galkvl. C s-C gcvcloalkvlCn-Caalkvl. Ci-Cghaloalkvl. Ci- 
Cgalkoxv. Ci-Cghaloalkoxv. C^-Cgalkvl ether, aminocarbonvl. C i-C ghvdroxvalkvl. Ci- 
Cgaminoalkyl and mono- and di-(C i-C fialkyl)amino the compound is a compound 
accord i ng to^c l aim any on e of cl a ims 1 - 20 . 



56-60. (Cancelled) 

61 . (Original) A packaged pharmaceutical preparation, comprising: 

(a) a pharmaceutical composition according to claim 24 in a container; 

and 

(b) instructions for using the composition to treat pain. 
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62-63. (Cancelled) 



64. (Original) A packaged pharmaceutical preparation, comprising: 

(a) a pharmaceutical composition according to claim 24 in a container; 

and 

(b) instructions for using the composition to treat urinary incontinence 
or overactive bladder. 



65-66. (Cancelled) 



